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Amendments to the Claims : 

This listing of claims will replace all prior versions, and 
listings, of claims in the application. 

Listing of Claims : 

1 (currently amended) : A serine protease inhibitor compound • 
of formula (I) 

9v 




wherein : 

R>2 isj_ a 5 or 6 mcrnbcrcd aromatic carbon ring optionally 
interrupted by a — nitrogen, — oxygen or — sulphm? — ring atom, 
optionally being substituted in the — 3 and/or — 4 position — Hhf* 
relation to the point of attachment - of X — X -) — by halo, — nitro, 
thiol, ■ haloalkoxy, — hydrazido, — alkylhydrazido , — amino, — cyano -y 
haloalkyl, — alkylthio , — alkenyl , — alkynyl , — acylamino, — fca?4 — en? 
dif l^e r omothojcy , — carboxy, — acyloxy , — M c SO ^. or R^ _ 7 — or the 

oubstitucnts at the -3 - aftd. 4 positions taken together form a 
fusod - ring whioh is a — 5 or — M crnbcrcd carbocyclic or 
heterocyclic ring optionally substituted by hale, — haloalkoxy, 
haloalkyl , — cyano, — nitro^ — aminc ^ — h y d razido, — alkylthio , — alkenyl, 
alkynyl or Rjj- y — and optionally substituted i n the ■ position 

alpha to the X - X group — (i.e. — 6 position for a s ix mcmb ercd 
aromatic ring etc) by amino, — hydroxy, — halo , — alkyl ; — oarboxy, 
alkoKycarbony 1 ? — ey - a.no, — amido, — aminoalkyl , — alkoxy or alkylthio 

(i) phenyl optionally being substituted in the 3 and/or 

4 position by halo, nitro, thiol, haloalkoxy, hydrazido, 
alkylhydrazido, amino, cyano, haloalkyl, alkylthio, alkenyl, 
alkynyl, acylamino, tri or dif luoromethoxy , carboxy, acyloxy, 

- 3 - 
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MeSO ? - or R i , and optionally substituted at the 6 position by 
amino, hydroxy, halo, alkyl, carboxy, alkoxycarbonyl , cyano, 
amido, aminoalkyl, alkoxy or alkylthio; 

(ii) naphth-2-yl optionally substituted at the 6 or 7 
position by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or R i j and optionally 
substituted at the 3 position by amino, hydroxy, halo, alkyl, 
carboxy, cyano, amido, aminoalkyl, alkoxy or alkylthio; 

(iii) isoguinolin-7-yl, indol-5~yl, indol-6-yl, indazol- 
5-yl, indazol-6-yl, benzothiazol-6-yl or benzisoxazol-5-yl 
optionally substituted at the 3 position by halo, haloalkoxy, 
haloalkyl, cyano, nitro, amino, hydrazido, alkylthio, alkenyl, 
alkynyl or R i j ; 

(iv) benzimidazol-5-yl or benzothiazol-6-yl optionally 
substituted at the 2 position by amino; 

(v) thien-2-yl or thien-3-yl optionally substituted at 
the 4 or 5 position by halo, haloalkoxy, haloalkyl, cyano, 
nitro, amino, hydrazido, alkylthio, alkenyl, alkynyl or R i ; 

(vi) 3, 4~methylenedioxyphenyl, 2, 3-dihydroindol-6-yl , 

3, 3-dichloro-2-oxo-indol-6-yl or l-methyl-3-aininoinda2ol-5-yl ; 

(vii) benzothiazol-2-yl, imidazo [ 1 , 2-a] pyrimidin-2-yl or 
tetrahydroimidazo [1, 2-a] pyr iinidin-2-yl ; 

jviii) pyrazol-2-yl optionally substituted at the 5 
position by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or R i ; 

(ix) pyrid-2-yl optionally substituted at the 5 position 
by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or R n ; 

(x) pyrid~3-yl optionally substituted at the 6 position 
by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or R i ; 

(xi) benzof ur-2-yl optionally substituted at the 3 
position by amino, hydroxy, halo, alkyl, carboxy, cyano, 

- 4 - 
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amido, aminoalkyl, alkoxy or alkylthio and at the 5 or 6 
position by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or Rjj_ j_ 

(xii) indol-2-yl optionally substituted on the indole 
nitrogen atom by alkyl and optionally substituted at the 5 or 
6 position by halo, haloalkoxy, haloalkyl, cyano, nitro, 
amino, hydrazido, alkylthio, alkenyl, alkynyl or Rljj . 

(xiii) indol-6-yl substituted at the 5 position by amino, 
hydroxy, halo, alkyl, carboxy, alkoxycarbonyl , cyano, amido, 
aminoalkyl, alkoxy or alkylthio and optionally substituted at 
the 3 position by halo, haloalkoxy, haloalkyl, cyano, nitro, 
amino, hydrazido, alkylthio, alkenyl, alkynyl or R ]_ j ; or 

(xiv) benzo [b] thiophen-2-yl- optionally substituted at the 
3 position by amino, hydroxy, halo, alkyl, carboxy, cyano, 
amido, aminoalkyl, alkoxy or alkylthio and at the 5 or 6 
position by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or Rj j ; 

_with the proviso that R£ cannot be arainoisoquinolyl; 

Rl is hydrogen; hydroxy; alkoxy; alkyl; alkylaminoalkyl ; 

alkanoyl ; hydroxy alkyl ; alkoxy alkyl ; al koxycarbonyl ; 
alkylaminocarbonyl ; alkylamino; carboxyl; carboxymethyl; amido 
(CQNH 2 ) or amidomethyl; 

R^j is: hydrogen; hydroxy; alkoxy; alkyl; alkanoyl; 
hydroxyalkyl ; alkoxyalkyl; al koxycarbonyl ; alkylamino; 
carboxyl; carboxymethyl; amido (CONH ? ) or amidomethyl; 

-X-X- is -CONH- cach X independently io a C; — ¥h — O or S 
atom or a CO, — GRx^ — G-fRg^.-fr-.g . or NR o-q . group, — at — least — one X 
boing C, CO, CR j^- or G - (R ^4-£; 

cach R i^ indcpcndcntly rcprcacnts — hydrogen — or hydroxyl, 
alkosH - y, — alkyl , — aminoalkyl , — hy d r o x y a 1 k y 1 — al koxyalkyl , 
alkoxycarbonyl , — alkylaminocQrbonyi -; — a-3r-k <D xyearbonyl ami no > - 

'. - 5 - 
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a cy 1 o xymo t h o x y c a o - rt - yl- 



or alkylamino optionally substituted by 



hydroxy, — alkylamino, — alkoxy , — e^e-r — a-r-yl or cycloalkyl; 

R ^- is — as defined for — pg evidcd — that Rj_ is "net 



unoubstitutcd aminoalkyl; 



Y (the a-atom) is 
Cy is an optional 



■ ky R ^a substituted: phenyl, pyridyl, 



thienyl, thiazolyl, naphthyl, piperidinyl, furanyl, pyrrolyl, 



i3Qxazolyl, isothiazolyl , pyrazolyl, oxazolyly imidazolyl, 



1,2, 4-thiadiazolyl, 1, 



pyridazinyl , quinoloyl 



which Xj is a bond, O, 



pyrimidinyl optionally 



CH a nitrogen atom or a CRib group , 



3, 4-thiadiazolyl, pyrimidinyl, 



isoguinolyl , ben z of uryl, benzothienyl 



or cycloalkyl group, or a phenyl group substituted by R ^-jX-j in 



;NH or CH ? and R3 j is phenyl, pyridyl or 



substituted by R 3 a a saturated — 



unsaturated, — mono or-poly cyclic, — homo or heterocyclic - group, 



optionally substituted 1 by group s or phenyl optionally 



substituted by &s- 



each R3 a independently is hydrogen; hydroxyl; alkoxy; 
alkyl; alkylaminoalkyl ;; hydroxymethyl ; carboxy; alkoxyalkyl; 



alkpxycarbonyl ; alkylaiftinocarbonyl; aminomethyl; CONH 2 ; 



CH 7 CONH ? ; ( 1-6C) alkanovlamino ; alkoxycarbonyl amino; amino; 



halo; cyano; nitro; thiol; alkylthio; alkylsulphonyl ; 



alkyl sulphenyl ; aikylsuilphonamido ; alkyl ami no sulphonyl ; 



amino s ulpho nyl ; haloall^oxy; haloalkyl; a group of the formula 



C (X 3 ) N (R 11 ) R 12 (wherein X 3 is O or S and R 11 and R 12 are 



independently selected 



from hy dro gen, methyl, ethyl, or 



together with the nitrcpjgen atom to which they are attached 



form a pyrrolidin-l-yl^- 1 piperidin-l-yl or morpholino group; or 



-OCH 2 O- which is bonded to two adjacent ring atoms in Cy R^.— 



amino, — halo-, — oyano ? — F^ i-feiro, — thiol , — alkylthio, — al kylsulpfoonyl / 



a - l - fey 1 s u lph c n y 1 , — triazolyl , — imidazolyl, — tctra zolyl> — h - y - d - r a-s -i^er 



alkylimidagolyl; — fe h i a - ati - lyl , — ajr- kylth ia zolyl , — alkyloxazolyl, 



oxazolyl , — a-3rk- y 1 a u 1 pho- n ami d o , — alkylaminosulphonyl, 



E]oo7 
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amino sulphonyl - , — haloalkoxy, — haloalkyl, — a — g- r - eup of the — formula 



a bond, Q, — Nil or CH -^-t 



-X* io 8 -e r S, and R ^ " and R^-a-^e 
f rom hydrog -effr? — m et h yl — e-ir -ethyl — 



independently oclcctGd - 
together with the nitrogen ato fft-^a - which they arc attach ed 
■ £orm- a pyrrolidin - l - yl 



; pipcridin - l - yl or morpho li no — g^e-upf-r 



or -QCR^O- — which io bofl^od to — tw o adj acent rin g atoms in Cy ; 



&34- ia - phenyl, — pyridyl o-r pyMrn^ jri^ yl optionally 
substituted by 

ftg^T — Rj- e Qnd R^ j , arc as d e-^^- cd for R- j-e--? — and 
-L-Lp(D) n is 




q is 1 or 2 ; 

Q is methylene; and R q 



independently is hydrogen or C 1 _3alkyl; or one of R a and. R b is 



hydrogen or methyl and 
6C) cycloalkyl, pyrid-4-; 



pyridyl or phenyl (which phenyl may bear a fluoro, chloro, 



methyl , CONH2 f SD 2 NH 2 , 
dimethylami no sulphonyl, 



piperazino, or tetrahyc 
substituted on a ring c 



is NR a R b in which each of R a and R D 



the other of R a and Rfc is (3- 
yl, -CPI 2 -R C or-CH 2 -R d in which R c 



is 



methylaminosulphonyl , 

; methylsulphonylamino, methoxy or 
methylsulphonyl subst" iijuent ) and in which R<j is isopropyl or 

cyclopentyl, . or NR a Rb ijs azetidino, pyrrolidine, piperidino, 
morpholino, thiomorphol ino, piperazino, or tetrahydro-1 , 4- 
diazepino [in which a pyrrolidine or piperidino may be a 
3, 4-didehydro derivative and in which a azetidino, 
pyrrolidine, piper idincj;, morpholino, thiomorpholinp, 

ro-1, 4-diazepino may be optionally 
arbon atom by hydroxy, amino, (1- 



3C) alkoxy, (1-3C) hydrodyalkyl , (1-3C) alkyl, carboxy, 
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ubst 



methoxycarbonyl or e 
hydroxy or alkoxy s 
which is included in a 
oxygen, sulfur or nit 
or tetrahydro-1 , 4-diaz 
position] ; 

or a physiologies 



thoxycarbc 



onyl (provided that the amino, 
tituent is not on a ring carbon atom 
I double bond, or adjacent to a ring 

n atom) and in which the piperazino 
epino may bear a methyl group at the 4- 



rpge 



lly-tolerabie salt thereof. 



A compound according to claim 1 



2 (currently amended) : 
wherein 

Cy is an optionally substituted: phenyl, pyridyl, 



thienyl, thiazolyl, naphthyl, piperidinyl or cycloalkyl group; 



each R ^ is selected from hydrogen, hydroxyl, methoxy, 



ethoxy, methyl, ethyl, 



hydroxymethyl , carboxy 



ethoxycarbonyl, methylaminocarbonyl, dimethylaminocarbonyl , 



aminomethyl, CONH ? , CHftCONffj? , acetylamino , 



methoxycarbonylamino, ethoxycarbonylamino, t- 



butoxycarbonylamino, ariino, fluoro, chloro, cyano, nitro, 



thiol , methyl thio , methiylsulphonyl , ethyl sulphonyl , 



methyisulphenyl , methylsulphony lamido , ethylsulphonylamido , 



methylaminosulphonyl , 



trif luoromethoxy and trjif luoromethyl 



-L-Lp{D) n is of the formula 



wherein: 
q is 1 or 2; 
Q is methylene; and Rq 

independently is hydro< 

hydrogen or methyl and 



^methyl aminomethyl, dimethylaminomethyl, 



; methoxymethyl , methoxycarbonyl , 



iethylaminosulphonyl , aminosulphonyl , 




is NR a R. D in which each of R a and R^ 
gen or Ci_3alkyl; or one of R a and R b is 
the other of R a and R^ is -CH2~R C 



- 8 
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or-CH 2 -Rd in which R c is pyridyl or phenyl (which phenyl may 
bear a fluoro, chloro, methyl, CONH2, SO2NH2 , 
methylamino sulphonyl , dimethyl aminos ul phony 1 , 

methylsulphonylami.no, methoxy or methyl sulphonyl substituent) 
and in which R d is isopropyl or cyclopentyl / or NR a R b is 
pyrrolidino, piperidino, morpholino, piperazino, or 
tetrahydro-1 , 4-diazepino in which a pyrrolidine or piperidino 
may be a 3 , 4 -didehydro derivative and in? which a pyrrolidines, 
piperidino, piperazino, or tetrahydro-1 , 4-diazepino may bear a 
methyl group at the 4-position; 
or a physiologically-tolerable salt thereof. 

3 (previously presented) : A compound according to claim 1 
wherein q is 2* \ 

4 (previously presented) : A compound according to claim 1 
wherein R q is NR a R b in which R a is hydrogen or C 1 „ 3 alkyl and 
Rb is C 1 _ 3 alkyl; or R a is hydrogen and R b is ( 3-6C ) cycloalkyl 
or pyrid-4-yl; or NR a Rb is azetidino, pyrrolidino, piperidino, 
morpholino, thiomorpholino or piperazino [ [in which a 
pyrrolidino, piperidino or piperazino may be optionally 
substituted on a ring carbon atom by hydroxy or hydroxymethyl 
(provided that the hydroxy substituent is: not on a ring carbon 
atom which is adjacent to a ring nitroger* atom) and in which 
the piperazino may bear a methyl group at; the 4-position] . 

5 (previously presented) : A compound according to claim 1 
wherein Rq is selected from dimethylaminoi, diethylamino, prop- 
2-ylamino, pyrrolidino, 3-pyrrolino, 3-hy;Uroxypyrrolidino, 3- 
hydroxymethylpyrrolidino, piperidino, 3-hydroxypiperidino, 4- 
hydroxypiperidino, 4-hydroxymethylpiperidino , piperazino and 
4-iuethylpipera zinc . ; 
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6 (canceled) : 

7 (canceled) : 

8 (previously presented) : A compound according to claim 1 
wherein R2 is selected . from one of the formula (A 1 ) to (H f ): 




(H') 



wherein X4 is O or S, R13 is selected from hydrogen, 
chloro or methyl and R 14 is selected frorri hydrogen, methyl, 
ethyl, fluoro, chloro, and methoxy and R^ is selected from 
hydrogen, methyl, fluoro, chloro and ami rip . 
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3 (original): A compound according to claim 8, wherein R2 is 
4-methoxyphenyl , 5-chloroindol-2-yl , 3-c;hloroindol- 6-y 1 , 
indol-6-yl or 3 -met hylindol- 6-yl . 

10 (canceled) : 

11 (canceled) : 

12 (canceled) : 

13 (canceled) : 

14 (canceled) : 

15 (canceled) : 

16 (currently amended) : A compound according to claim 43—1 j 
wherein R3 a is selected from hydrogen, hydroxyl, methoxy, 
ethoxy, methyl, ethyl, methylaminornethyl dimethylaminornethyl , 
hydroxymethyl, carboxy , methoxymethyl , methoxycarbonyl , 
ethoxycarbonyl, me Lhylaminocarbonyl, dimethyl aminoca rbonyl , 
aminomethyl , CONH2 , CH 2 CONH2, acetylamino, 
methoxycarbonylamino, ethoxycarbonylamino, t- 
butoxycarbonylamino, amino, fluoro, chloro, bromo / cyano, 
nitro, thiol, methylthio, methylsulphonyl , ethylsulphonyl , 
methylsulphenyl, methylsulphonylamido , ethyl sulphonylamido, 
methylaminosulphonyl, ethylaminosulphonyl , aminosulphonyl, 
trif luoromethoxy, trif luoromethyl , pyrrolidin-l-ylcarbonyl, 
piperidin-l-ylcarbonyl or morpholin-l-ylcarbonyl and -OCH2O- 
(which is bonded to two adjacent ring atojas in Cy) . 

17 (canceled) : 



- 11 - 
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18 (previously presented) : A compound according to claim 1 
wherein Cy is selected from: 





z 



wherein: 

X' is selected from O, S and NMe; 

X ,f is selected from O and S; 

X ,M is selected from O,. S, NH and NMe; 

Y' is selected from hydrogen, amino and methyl, 



12 
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R G is selected from hydrogen, methyl, fluoro, chloro, 

trif luoromethyl, methoxy, methylthio, methylsulphinyl and 
methylsulphonyl ; 

R m is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl , methoxy, methylthio, methylsulphinyl , 
methylsulphonyl, carboxy, methoxycarbonyl and a group of the 
formula -C (X s ' ) N ( R 11 ) R 12 (wherein X 3 is 0 or S, and R 11 and R 12 are 
independently selected from hydrogen, methyl or ethyl or 
together with the nitrogen atom to which' they are attached 
form a pyrrolidin-l-yl , piperidin-l-yl or morpholino group); 
Rp is selected, from hydrogen and fluoro; : ! or 
R Q and R m or R m and R p form an -OCH2O- group; or 
R Q and R m together with the ring to which they- are attached 
form a 5 or 6 membered aryl or heteroaryl ring (wherein the' 
heteroary ring contains 1 or 2 heteroatoms selected from 
nitrogen, oxygen and sulfur); and 

one of R ol and R Q 2 is hydrogen and the other is R Q . 

19 (previously presented) : A compound according to claim 18 
wherein Cy is selected from phenyl, 2-chlorophenyl , 2- 
methoxyphenyl , 4 -ca rbamoylphenyl , pyrid-2-yl , pyrid-4 -y 1 , 
thien-2-yl, thien-3-yl, furan-2-yl, furari-3-yl, imidazol-2-yl, 
thiazol-2-yl, thia2ol-4-yl, 2-amino-thiazol-4 ^yl, thiazol-5- 
yl, naphth-l-yl, isoquinolin-5-yl , isoquinolin-8-yl, quinolin- 
4-yl, quinolin-5-yl and quinolin-8-yl . 

20 (currently amended) ; A compound as claimed in any one of 
Claims 1 to 5, 8 to 9, 16 and 18 to 19 ^, : : : in which the alpha 
atom in Y c arbon — and h as the conformation that would result 
from construction from a D-a-aminoacid NH ? -CH (Cy) -COOH Nfta,— 
GRg^-^G^ — COOH where the NH 2 represents part of X-X, 



- 13 - 
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21 (previously presented) A pharmaceutical composition, which 
comprises a compound as claimed in claim: 1 together with at 
least one pharmaceutical^ acceptable carrier or excipient. 

22 (canceled) : 

23 (canceled) : 

24 (currently amended) : h method of treatment of a human or 
non-human animal body to combat a thrombotic disorder selected 
from venous thrombosis, pulmonary embolism, arterial 
thrombosis, myocardial ischaemia, myocardial infarction and 
cerebral thrombosis , which comprises administering to said 
body an effective amount of a compound as claimed in claim 1. 

25 (canceled) : 

26 (canceled) : 

27 (currently amended) A compound according to claim 1 
wherein :- 

R2 is selected from one of the formula (A ! ) to (H ? ): 



- 14 - 
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(H') 



wherein X 4 is o or S, R 13 is selected from hydrogen, chloro or 
methyl and R 14 is selected from hydrogen,.; methyl, ethyl, 
fluoro, chloro, and. methoMy and Ri 5 is selected from hydrogen, 
methyl, fluoro, chloro and amino; 
-X-X- is -C0NH-; 

Y is CH and. has the conformation that would result from 
construction from a D-a-aminoacid NH? -CH (Cy) -COOH NHg.— 
Cag ^(Cy) COQII -where the NH 2 represents part of X-X; 

Cy is selected from 
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N— N 




i _jy N 



a. a 



m 




hi 




2003 




or 



wherein: 

X ? is selected from O, S and NMe; 

X' ' is selected from 0 and S; 

X'" is selected from O, S, NH and NMe; ■ 

Y r is selected, from hydrogen/ amino and. methyl ; 

R Q is selected from hydrogen, methyl, fluoro, chloro, 

trif luoromethyl, methoxy, methylthio, methylsulphinyl and 

methylsulphonyi ; 

R m is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl , methoxy , methyl thio , methyl sulphinyl , 



- 16 
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methyl sulphonyl, carboxy, methoxycarbonyl and a group of the 

formula -C (X 3 ) N (R 11 ) R 12 (wherein V is O or S, and R 11 and R 12 are 

independently selected from hydrogen, methyl or ethyl or 

together with the nitrogen atom to which they are attached 

form a pyrrolidin-l-yl , piperidin-l-yl or morpholino group) ; 

Rp is selected from hydrogen and fluoro; or 

R Q and R m or R m and R p form an -OCH2O- ' group ; or 

R 0 and R m together with the ring to which they are attached. 

form a 5 or 6 membered aryl or heteroaryl ring (wherein the 

heteroary ring contains 1 or 2 heteroatoms selected from 

nitrogen, oxygen and sulfur) ; and 

one of R 0 i and R Q 2 is hydrogen and the- other is R Q ; and. 
q is 2. 

28 (previously presented) : A compound according to claim 27 
wherein Rq is selected from dimethylamino , diethylamino , prop- 
2-ylamino, pyrrolidine, 3-pyrrolino, 3-hydroxypyrrolidino, 3- 
hydroxyiuethylpyrrolidino, piperidino, 3-hydroxypiperidino, 4- 
hydroxypiperidino, . 4-hydroxymethylpiperidino, piperazino and 
4-methylpiperazino . 

29 (previously presented) : A compound according to Claim 28 
wherein R 2 ' is 4-methoxyphenyl, S-chloraindol-2-yl, 3- 
chloroindol-6-yl, indol-6-yl or : 3-methylindol-6-yl . 

30 (previously presented) : A compound according to claim 29 
wherein Cy is selected from phenyl, 2-chIorophenyl, 2- 
methoxyphenyl, 4-carbamoylphenyl , pyrid-2-yl, pyrid-4-yl, 
thien-2-yl, thien-3-yl, furan-2-yl, furan-3-yl, imidazol-2-yl, 
thiazol-2-yl, thiazol-4-yl , 2-amino~thiazol-4 -yl , thiazol-5- 
yl r naphth-l-yl, isoquinolin^5-yl , isoquinolin-8-yl , quinolin- 



4-yl, quinoiin-5-yl and quinolin 



-8-yl 
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31 (previously presented) A compound according to claim 30 
wherein Cy is phenyl. 



- IS 
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